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(57) Abstract: Novel substituted benzylthia2olidine-2,4-dionc derivatives capa- 
2 9 ^ * ligand of human peroxisome proliferalor-activaled receptor (PPAR), 

A^^N ^l^^'^T^^t^ ^ 0 enhancing the transcriptional activity of the receptor and showing effects of low- 

H JL J ^ lowering lipid level; and a process for producing the 

® IMt^^ 0 S Substituted benzyIthiazolidine-2,4-dionc derivatives represented by general 

Q formula ( I ), pharmaceutically acceptable salts thereof and hydrates of the same: 

^ wherein A represenu pyridyl or cyclohexyl. 
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^ li ^ f*I S § <$: T- * 5 ^ ;i/ ;t =^r y - A Jf miil rS ^4 -fb § § i*: 

(PPAE tV&t) niZ\ih PPAR Tzf=.x h t bxmm 

ia«8ifl'^SSt 1-5 = 0© T'f V7;^■-A(a^./?(Xli^)S^r 
m)ifi}i h^it\:.lsbm^(DmmmX'm^^tlX\.^ZiProc. Natl. Acad. 
Sci., 1992, 89. 4653)o Z<D\^ PPARa ^JliaSK®^'fbti0S5^^ff 

B'p^m^iz^:fp bx^ ^ s nizmmizii\.^xi^^mifim>tb<Dfi 

{Endocrinology, 1995, 137, 354)^ J3§JWe©f<i;i»-?»iifflliaf*||fti^ {c H 

H it f 5 r U JJ? > ( AK AI K C 1 1 1 ) it e ? © * 31 ^ IE ^ t {C 
ilLTV^So PPAR/?{i#]^«BIS$ct'<i:»i: L-C^<*:f*I§iSfi|{C#iifi5 
iZ^mbX\>^^oM^f^X-lt PPAR/? ©^Sfitj Elite o^^Tli^0J f 
5o PPARr <iJ!&fl^ifflflatci^^]l UT ^^■rIifl^SBJ!^©^^b(cil-^ t 
T 5 ( J.Xipjflf.Aes.,1996, 37,907)o ^©^(C PPAR O^T-CV 
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7 t-i.itn^(Dm^'^mmizi5\^x^^i^tjimtt:mtz 

II t -C li IIP P¥ S . ^ 0 . SS « . «|fg B S s S a g| W S fli 5 « © 

\/>, □ '>*^y ^ v^>oifi«ci»Bljiiai^«iW^ >>'^^^H** ppARr 

^^ 2) ( Endocrinol ogy. ,1996.137. 4189, Ce77. ,1995,83,803, 
Ce7i., 1995, 83.813) o ^-oX. PPARr ©fe^^tS <§ib S 
PPARr ?S<4fl:^J liiflittfiTII i: UTMS-e* a, 

d ©titc PPAR l^ d tei5S^©fl&JKi«Blliatc*ri- 5«IIIStfll«;|» 

^l:e>l5{cli&ff^arIllg^5«l«j(zs1-*^s:l'J%#i5^:s ppAR^tct h 

0PPAR LTiigie^Ut: h PPAR ^fetStt^b U 3 5<b^i^ 

* «l «! f S » A* 7? # nii <i T 1$ S « «i ^ * - X A J: S jfli H i6 T 
ffl S IJ^ / X l± Jill fli M ( =J u X 7^ □ - S tJ^ * f4 fli g o ;^ ) T 

PPARaCD ^> K i: t T PPAR a iC^Jf -5 ISIDi^^^fS^b^tltC 
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itTy^ K>KOfti»tlT*$)S LTB4CDftfe{Zi' h ^ o - A P-450 (3 J; 
^K^b^^UT^feDS HETE( t Kn^i'Ji^3+l-7^h7x>^)-?5 
HEPE( t Kn:^r£/'X^D-y^>^x>^)p®x^i3-y-y^ ^iz 
8-nE?E^ ^ tlX ^^^{Proc. Natl. Acad, ScL, 1997, U, 

3i2)o Li)>Lztiih(D\^m^(D^mmmmmmmii^itixm^iz<bit, 
comisii.mmit'^mt bxit^^mm 55-22536 ^^nmrn 60-51189 -t, 

^i§BS 61-85372 # II BS 61-286376 If §l¥ 1-131169 •t^ If 
2-83384 -t. If ll¥ 5-213913 If PI ¥ 8-333355 -ts ^mW- 
9-48771 ^. If li¥ 9-169746 ^. 3 - D >^ ^'^^fPiigg* 0441605 
W0-92/07839^^Of^T\; U >-2.4->* al" > Sl»<*:^ ^ ^^ 

PPAR a^^«ffffl<fe^a^bTV^5^lfi^^{C||tTli. WO-97/25042 
WO-97/36579 "t^ ^ tl T V^ S ^ ^1- ^ M ^ ^ 

If CSIIiMS!^bi£O^B5i: 3 Sji^i)»^^jajT?$±<4©SSv^ftar<4 
3^ « * H 0 ^ BS flc ± M S n T V ^ S o 
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i>* > - 2 . 4 - i^* 2r > ^ SP ^ tC a t3 <)fc ^ M <4 {*: «J ^ $ 5 3 A* * S , 

* © 0; ^ a <4 «: S t5 ^ ti f> © S ^ «3 li -r ^ -C C © » ^ © « H {c 
^ $ ii S ^ © i: 1" 5 o 

M tc -M!^ ( 1 ) -e ^ ^ n S -fb t li . a >^ © S Stti* © 
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A-^NHj (3) 
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^ - o Sf& li * ;u =^r ^S: •? 0 S * T- X S li SSfi 0 

iti- h 'J "t; A0 J; 9 U^a^^^b^x TKSfl::^ h U A© 

#ffiT«ai0 l^#«BT -e H {3 tt SSiQSiJ © T X tt 1^?^ 

V 7 X ij >SlTi^ Kx ;b ;i/ ;i/ ^ ^ ^ - 

^ S/>>f ^ K"?> t K D-3-t F n=^S/-4-:t=^ry-l,2,3-'>i> 

'J h UTi^^^fds^lf ?>*iSoSjiSSSi: tr tt -20*0 100*0 
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^m^mmt ?>fzist)<DmB.<Dmm 
immm i ) 

5-((2,4-i^*:t V T ^-S-'T ^;i/]-2-^ h =^ i^$,tSK 

(282mg,1.00minol) . 2- 13 'J ;U Z ^ > (114mg,105mmol)s ;^ 

f-;u7'^y)rot:;i/ 1-3- x ^ ;u ;b ;i/ ^ K ffi K ifi 

(230mg,l.20mmo\)lSL-CF N,N-i/ ^9 }Vt^)V IxT K Y (5ml) §jg'&L^ 

h X h ij t^ 73.7nig(20%)®^Hfl;^«5^&Mfe?iSa 

iH."!^ 196.0^ 197.0'C; 
Mft^^fii m/2 371(M*); 
7t;^^«ffll(%) C„H,7N304S: 
tfSLfiS(%) C, 58.21; H, 4.61; N, 11.31. 
liaHiS(%) C, 57.98; H, 4.56; N, 11.40. 

{nmm 2-4) 

N'{(3-\^ ->';i/)^ ^;i/i-5>f(2.4.-:^3i-:^ vf-ry u >-5-^ 5" 
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225.0- 226.0°C; 
M*^#fffi in/z371(M*); 
7C^^*f<i(%) C,5H,7N304S: 
tmiB(%) C, 58.21; H, 4.61; N, 11.31. 
nmMi%) C, 58.29; H, 4.57; N, 11.44. 

(H^fifi^iJ 3) 

^;i/i-5-f(2.4--:^:t^ v5=-zy 'J ^- >.5->f ^ 

akj^ 214.0- 215.0*0; 
«*^*f<6 ni/2 371(M*); 
5cl!{^#fft(%) Ci,H,7N,04S: 
H-J|fit(%) C, 58.21; H, 4.61; N, 11.31. 

C, 58.08; H, 4.59; N, 11.38. 

(IIS(S«f>J 4) 

f-;i/l-2-^ h»->^>XT$ K 
ikj^ 181.0- 182.0X); 
H*^«ffll in/z 376(M*); 
7n^^Wtf(%) CijHmNjO^S: 
ff-»ffi(%) C, 60.62; H, 6.43; N, 7.44. 
^MWl(%) C, 60.61; H. 6.41; N, 7.49. 

(^H^ 1) 
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MM. 

ii HfliJWK * 1^ * U ^J!&E JflUS § 10%^ tf Ham's F-12 tgitt tC T 

j§it Lfc cHo mmiz. mm<Dm^m^<D dna f^^mi$,t t 

??AKaRU7 (D ')iJ> \'1^^mi^(Biochemistry,1993,22,559S)t(Dm 

(STRATAGENE f^^^mm m O j3 -ii ^7 ^ h i> ^* - 7* ^ 5 

h*(Promega U 4< 7 x ^ h T $ > iZ X mmM^miZ X 11 h 7 > 

;^ 7 X i/ 3 > t Aco -ecD^^g^t^'fb^tiSUf^^Ba'fb^!^ ( ppARr 

(DMmmmt h n ^ ^ > RV^ \^:t ^ V ■$> 'J > . PPARa© 

nmm^t. lt(8S)-hete ) ^ dmso izmi^ u^ dmso ogjias 
Hum's ¥'12 mmx mil vx mm V. 24^ra^{c cATrg<4su5/?-:tf 

;f - A Jf 5i HI rS 14 b § ^ <*: a 15 r J* U -C ^ Jfe IE ^ fS <4 

(a 1) 
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